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Please find below ancPor attached an Office communication concerning this application or proceeding. 



Application No. 



Applicant(s) 



09/974.882 NOLAN ET AL. 

Office Action Summary Examiner Art Unit 

Daniel M Sullivan 1 B36 

" The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- E/tcnsions of tune nidy avaiidbie Liiicjor ttiu pro-^ibionb uf 37 CFR 1 13Gid) in cio Ovont. hc/O.cr, 111,3, a ro^jiy t,iiif;ly 
rififir SIX 'G) f.lC'NTHS hom the niailing cl;;itc of tfus conifnunication 

- !f tht- ;-)Hnr)rl for -oply spo^jfied nfjoyo (S loss than tl)irty [;;0i (jnys. a r>.;;)ly vViUnn ttie statutfjry iiiiiiiinurTi of irurt, .33, (i.-i.s I^o nrjnsidf^njf : !i[t:f:., 

- d NO peT'od fo' reply IS specifiod aho.e. Uie niavn^^un^ siati]tr:r, pCrnod a-II apply anrj vail expire Si/ r.lONTHS fr-caii tlie 'na-hacj cate of t'^is rj,n)r^..in\',,i\,^:n 

- Failure to reply within the set or extended period for reply wiii by statute cause the application to become ABANDONED (3 5 U S C §133, 

- A-r-,' repiv receivecJ t.ry ttie Office later tlian three niontfis after the [naiMrig date of 1tiis coinrn,nncHtioir evo-n if imifdy fned. iria , roauct; any 
e irned patent term adjustment See 37 CFR 1 704(b) 

Status 

1 )[3 Responsive to communication(s) filed on 14 January 2003 . 
2a)D This action Is FINAL. 2b)n This action is non-final, 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) D Claim(s) 1-21 and 23-25 is/are pending in the application. 

4a) Of the above claim(s) 1-20 and 23 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) H Claim(s) 21 and 24 is/are rejected, 
j ?)□ Claim{s) 25 is/are objected to. 

j 8)D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9)D The specification is objected to by the Examiner. 
10)n The drawing(s) filed on 14 January 2003 is/are: a)S accepted or b)[3 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1 )□ The proposed drawing correction filed on is: a)^ approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

1 3) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C, § 1 1 9(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 -O Certified copies of the priority documents have been received. 

2.0 Certified copies of the priority documents have been received in Application No. . 

3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

1 5) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 , 

Attachment(s) 

1 ) n ^ot^ce of References Cited (PTO-892) 4) □ Interview Summary {PTO-41 3) Paper No{s), , 

2) n Notice of Draftsperson s Patent Drawing Review (PTO-948) 5) O Notice of Informal Patent Application (PTO'152) 

3) n Ir formation Disclosure Statement(s) {PTO'1449) Paper No(s) , . 6) Q Other: 

PTO-325 {Rev. 04^01 ) Office Action Summary Part of Paper No. 1 2 
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This Otficc Aeli(in is a response It) the "Response lo Ofliee Action" filed 14 Januar\ 
2003 (Paper No. 11 ) in reply to the Non-l-inal Ofliee Aclion mailed 19 October 2002 (Paper No. 
S). Olanns 21. 24 and 25 were considered and claims 1-20 and 23 were withdrawn from 
consideration in Paper No. 8. Claims 21 and 25 were amended in Paper No. 1 1. Claims 1-21 and 
23-25 arc pending in the application. Claims 2K 24 and 25 are under consideration herein. 

Election/Restriction s 

This application contains claims 1-20 and 23 drawn to an invention nonelected with 
traverse in Paper No. 7. A complete reply to the final rejection must include cancellation of 
nonelected claims or other appropriate action (37 CFR 1.144) See MP1:P v< 821.01. 



Applicant states that a new Declaration which corrects the defect identilled in the 
previous office action has been submitted with the response. However, no substitute Declaration 
accompanied the response and the transmittal sheet does not indicate that a substitute Declaration 
w as filed with the amendment. Therefore, the requirement for a new Declaration stands. 



Oath/Declaration 



Dra nifties 



The formal draw ings submitted 14 January 2003 are appro\ ed. 



Response to Amendment 
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( Maim R cjj^uins - 3^ rSC ' ^ 12 

Rcjcclion ofclaini 25 under 35 I .S.(\ i< 1 12. scctind paragraph, as iiKlclinilc is 

w ilhdrawn. 



Claim Rejections - 35 I 'SC ^ 102 

Rejection ofclaims 21 and 24 under 35 U.S.C. H)2(b) as anticipated by Jaros/eski et cii 
(1994) Anal. Biochcm. 216:271-275 is withdrawn in \ iew of Applicant's arguments of record in 
Paper No. 1 1 , 

Claim Rejections - 35 IJSC ^ 103 

Claims 21 and 24 stand rejected under 35 U.S.C. 103(a) as being unpatentable over 
Strauss and Jaenisch ( 1 992) 1 1 :41 7-422 in view of Chernomordik ct ai ( 1991 ) Bioclum Biophvs, 
Ada 1070:193-197 lor reasons of record in Paper No. 8 and herein below in the "Response to 
Arguments". 

It is noted that the first sentence of the claim rejection in the previous office action 
indicated that claims 23 and 24 were rejected. This was an obvious typographical error as 
e\ idenccd by the fact that the Office Action clearly indicated that claim 23 w as not under 
consideration therein, claim 24 depends from claim 21 and the grounds for rejection set forth in 
the body of the claim clearly address the limitations of the method of claim 21 and not the 
apparatus of claim 23. Therefore, it was clear that the rejection was made against claims 21 and 
24. not claims 23 and 24. It is also noted that .Applicant's arguments in response to the rejection 
are directed to the limitations of claim 21 . not claim 23. 
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Response to Arifuntenfs 

Clai m Rejections - 35 \ SC ^ 103 

In response to tlie rejection ofclaims 2! and 24 under 35 U.S.C. 103(a) as unpatentable 
o\'cr Strauss and Jaenisch in \ iew olT'hernomordik a al.. Applicant argues that Strauss and 
Jaenisch neither leach nor suggest that an electroporating electric field could be used to improv e 
the efficiency of chromosome transfer into cells and Chernomordik fails to ov ercome this 
deficiency. Applicant argues thai, in \ iew of teachings from Strauss and Jaenisch indicating 
fragility of YAC DNA and the teaching from Chernomordik that the percentage of dead cells 
increases w ith the intensity of the electric field, the skilled artisan w ould not hax e a reasonable 
expectation of success in combining the references because one of ordinary skill might as w ell 
expect that the electric pulses applied to the cells/liposome mixture would damage the 
chromosomes. This argument has been fully considered but is not found persuasix e. Applicant is 
reminded that the standard for ob\ iousncss is a reasonable expectation of success. Although 
Strauss and Jaenisch teach that YAC DNA is unstable in the absence of spermine, the addition of 
spermine does, in fact, stabilize the DNA. As there is no reason to expect that the DNA in the 
presence of spermine w ould be any less stable in the presence of an electric field, the skilled 
artisan w ould ha\ e a reasonable expectation of success in introducing the encapsulated \'AC 
DNA by a method that comprises eleclroporation as taught by Chernomordik. With regard to 
Chernomordik's teaching that the percentage of dead cells increases w ith electric field intensity, 
there is nothing in Chernomordik's teaching to indicate that the cell death is due to chromosome 
damage. In fact, because cell death w as determined w ithin 40 minutes of electroporation. it is 
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tinlikclv tlial cell death was liic result ofchromosonie damage. l-urthermore. the skilled artisan 
would know to titrate the intensity ofthe electrical pulse in order to oplnni/e introduction of the 
chromosomes. 

Finally. Applicant argues that Cliernomordik fails to disclose that electric field treatment 
ofthe liposome eeapsulated lluorescent dye and cells results in the cells being "transformed" 
w ith the dye molecules, and there is no suggestion by Chernomordik that the dye molecules are 
actually transferred from the liposomes to the interior ofthe cells. These arguments are not 
persuasive because, clearly, the reason that Chernomordik fails to acliic\e transformation using 
the dye molecules is because the dye molecules do not comprise DNA, which is taught by 
Strauss and Jaenisch. Also, Applicant concedes that Chernomordik teaches increased binding of 
intact liposomes onto the cell membranes. Given that binding to the cell membrane is the first 
step in internalization of any molecule, it w ould be reasonable to expect that any treatment 
producing an increase in binding of a molecule to the plasma membrane would also increase 
internalization of that molecule. Therefore, the claims stand rejected as unpatentable o\ er the 
teachings of Strauss and Jaenisch in view of Chernomordik et al. 

Allow able Subject Matter 

Claim 25 is objected to as being dependent upon a rejected base claim, but w ould be 
allowable if rewritten in independent form including all ofthe limitations ofthe base claim and 
an\' inter\ enmu claims. 



Conclusion 
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THIS \CllOy IS MADK final. Applicant is rciiiiiidcd oflhc extension oftimc 
policx asset Ibrlh m 37 Cl'R 1.13()(a). 



MONTHS from the mailing date ofthis action. In the e\ent a first reply is filed w ithm TWO 
MONTHS ofthe mailnig date oflhis final action and the advisory action is not mailed until after 
the end ofthe THREE-MONTH shortened statutory period, then the shortened statutory period 
w ill expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CT^R 1 .136(a) will be calculated from the maihng date ofthe advisory action, hi no e\ent, 
however, w ill the statutory period for reply expire later than SIX MONTHS from the mailing 
date ofthis final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel M Sullivan whose telephone number is 703-305-4448. 
The examiner can normally be reached on Monday through Friday 8-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel, Ph.D. can be reached on 703-305-1998. The fax phone numbers for the 
organization where this application or proceeding is assigned arc 703-746-9105 tor regular 
communications and 703-746-9105 for Afler Final communications. 

Any inquiry of^a general nature or relating to the status ofthis application or proceeding 
should be directed to the receptionist w hose telephone number is 703-308-0196. 



A shortened statutor\' period for repl\ to this final action is set to expire T11RI:1 



dms 

March 13, 2003 




